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In response to the non-final Office Action dated February 21, 2006, Applicants herein 
provide the following amendments and remarks. 
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AMENDMENTS TO THE CLAIMS 

1-6. (Cancelled) 

7. (Previously presented) A percutaneous absorption preparation comprising (S)-N-[2- 
(l,6,7,8-tetrahydro-2H-indeno [5,4-b]ftjran-8-y!)ethyI]acetamide, lauric diethanolamide, and 
optionally one or more members selected from fatty acid esters and polyhydric alcohols. 

8-19. (Cancelled) 

20. (Previously presented) A percutaneous absorption preparation comprising (S)-N- 
[2-(l ,67,84etrahydro-2H-mdeno[5,4-b]furan-8-yl)ethyl]acetamide, isopropyl myristate, 
polyethylene glycol and lauric diethanolamide. 

21. (Currently amended) A percutaneous absorption preparation comprising a 
compound having a melatonin receptor agonist activity, lauric diethanolamide and optionally one 
or more members selected from fatty acid esters and polyhydric alcohols, wherein the compound 
having a melatonin receptor agonist activity is a compound represented by the formula: 




wherein, R 1 represents an op t ionally substitu te d liydiocatbun aC r 5 alkvl group; 

R 2 represents a hydrogen atom or an o ptionally substi t uted l^ d iocarbon g iu up ; 
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R J represents a hydrogen ato m, an optionally substituted hyJt u idib o i i or a C , 6 alkvl 
group o r an optionally substitut e d heterocyclic gioup ; 

X represents CHR\ NR 4 or O in which R 4 represents a hydrogen atom or an opti o nally 
substituted hydrocarbon gioup ; 

Y represents C or CH; 

represents a single bond or a double bond; 

ring A represents an o pt ionally substituted; a 5- membered oxygen-containing 
heterocyclic ring; 

ring B represents an opti o nally substitut e d a benzene ring; and 

m represents an integer of 1 to 4; 
or a salt thereof, wherein the percutaneous absorption preparation is a skin plaster or a skin patch 
which is applied and/or attached to the skin. 

22-32. (Cancelled) 

33. (Currently amended) A percutaneous absorption preparation comprising a 
compound having a melatonin receptor agonist activity, lauric diethanolamide and optionally one 
or more members selected from fatty acid esters and polyhydric alcohols, wherein the compound 
having a melatonin receptor agonist activity is a compound represented by the formula: 
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wherein, R 1 represents an o ptionally substituted hydrocarbon a C ] 6 alkyl group; 

R 2 represents a hydrogen atom or an optionally substituted hydrocarbon group ; 

R 3 represents a hydrogen ato m, an o ptionally substi t uted hydrocarbon or a C M alkyl 
group or an o ptionally substituted heterocyclic group ; 

X represents CHR 4 , NR 4 or O in which R 4 represents a hydrogen atom or an optionally 
substitute d hydrocarbon group ; 

Y represents C or CH; 

represents a single bond or a double bond; 

ring A represents an optionally substitut e d, a 5- membered oxygen-containing 
heterocyclic ring; 

ring B represents an op t ionally substituted a benzene ring; and 

m represents an integer of 1 to 4; 
or a salt thereof, wherein the percutaneous absorption preparation is contained in a skin contact 
member comprising silicon dioxide. 

34-38. (Cancelled) 



-4- 



j BEST AVAILABLE COPY 



Attorney Docket No. 2002J)206A 
Serial No. 10/049,821 
May 9. 2006 

40. (Currently amended) A method for percutaneous absorption of a compound having 
a melatonin receptor agonist activity, which comprises administering to a patient with a 
melatonin related disease a percutaneous absorption preparation comprising a compound having 
a melatonin receptor agonist activity, lauric diethanolamide and optionally one or more members 
selected from fatty acid esters and polyhydric alcohols, wherein the compound having a 
melatonin receptor agonist activity is a compound represented by the formula: 




wherein, R 1 represents an optionally substituted hydrocarbon gioupa C, ^ alkvl group: 

R 2 represents a hydrogen atom o r an opti o nally su b stituted hydr o carbon g iu up ; 

R 3 represents a hydrogen ato m, an optionally substitute d hydr o carbon gr o up oran 
optionally substitute d heterocyclic ui u up or a C t * alkvl group : 

X represents CHR 4 , NR 4 or O in which R 4 represents a hydrogen atom or an opti o nally 
substitu t ed hydrocarbon gi o up ; 

Y represents C or CH; 



represents a single bond or a double bond; 

ring A represents an opti o nally substituted, a 5- membered oxygen-containing 
heterocyclic ring; 

ring B represents an o pti o nally substituted a benzene ring; and 

m represents an integer of 1 to 4; 
or a salt thereof 
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41. (Cancelled) 

42. (Previously presented) The method according to claim 39, wherein the percutaneous 
absorption preparation is affixed between about 6 hours before bedtime to just before bedtime. 

43. (Currently amended) The percutaneous absoiption preparation according to claim 
21, wherein X represents CHR 4 in which R 4 represents a hydrogen atom o r an o ptionally 
subs t ituted hydrocarbon group . 

44-46. (Cancelled) 

47. (New) The percutaneous absorption preparation according to claim 33, wherein the 
compound is (S)-N-[2-(l, 6, 7, 8-tetrahydro-2H-indeno-[5,4^b]furan-8-yl)ethyl]propionamide. 

48. (New) The method of treating diseases related to melotonin according to claim 39, 
wherein the compound is (S)-N-[2-(l, 6, 7, 8-tetrahydro-2H-indeno-[5,4-b]fiiran-8- 
yl)ethyI]propionamide. 

49. (New) The method of percutaneous absorption of a compound according to claim 40, 
wherein the compound is (S)-N-[2-(l, 6, 7, 8-tetrahydro-2H>indeno-[5,4-b]fiiran-8- 
yl)ethyl]propionamide. 
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REMARKS 

Favorable reconsideration is respectfully requested in view of the foregoing amendments 
and the following remarks. 

L CLAIM STATUS & AMENDMENTS 

Kindly clarify the status of the pending and rejected claims. It appears that claim 39 was 
omitted from the list of pending and rejected claims in items 4 and 6 on page 1 of the Office 
Action. 

Claims 7, 20, 2 1 , 33, 39, 40 and 42-46 were pending in this application when last 
examined. 

Claims 2 1 , 33, 39, 40 and 42-46 were rejected. 
Claims 7 and 20 were indicated as allowed. 

Claims 44-46 have been cancelled without prejudice or disclaimer thereto. Applicants 
reserve the right to file a continuation or divisional application on any cancelled subject matter. 

Support for the amendment to R 1 in claims 21 , 33, 39 and 40 can be found at page 30, 
lines 5-9. 

Support for the amendment to R 2 in claims 21, 33, 39 and 40 can be found at page 32, 
lines 19-21. 

Support for the amendment to R* in claims 21 , 33, 39 and 40 can be found at page 34, 
lines 5-8. 

Support for the amendment to R 4 , ring A and ring B of claims 21, 33, 39, 40 and 43 can 
be found in the claims as filed. 

Support for new claims 47-49 can be found at page 5 1 , lines 15-16. 
Therefore, no new matter has been added by this amendment. 

Claims 7, 20, 21, 33, 39, 40, 42-43 and 47-49 are pending upon entry of this amendment. 
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II. ENABLEMENT REJECTION 

On pages 2-3 of the Office Action, claims 21, 33, 39, 40 and 42-46 were newly rejected 
under 35 U.S.C § 1 12, first paragraph on the basis that the specification lacks enablement for all 
of the instantly claimed melatonin receptor agonists, because the heterocyclic groups in R 3 and 
the hydrocarbon carbons in R 1 , R 2 and R 3 are overly broad. 

This rejection is respectfully traversed as applied to the amended and new claims. 
The test of enablement is whether one reasonably skilled in the art could make or use the 
invention based on the disclosure in the specification coupled with the knowledge in the art 
without undue experimentation. The fact that experimentation may be complex does not 
necessarily make it undue, if the art typically engages in such experimentation. The test is not 
whether any experimentation is necessary, but whether, if experimentation is necessary, it is 
undue. See M.P.E.P. § 2164.01. 

On page 3 of the Action, it was suggested that the claimed compounds be amended to 
compounds which are "closely related" in structure and size, polarity and electronegativity to the 
melatonin receptor agonist exemplified in the specification. It is respectfully submitted that the 
claims have been as suggested by the Examiner to compounds which are "closely related" to the 
compound indicated as enabled, i.e., instant experimental compound A. At page 81, lines 10-12, 
the specification demonstrates the effectiveness of compound A, 

It is respectfully submitted that this working example is representative of the compounds 
of the amended claims. 

In addition, on pages 13-1 7 of the specification, numerous other compounds are disclosed 
with melatonin receptor agonist activity. These structures provide sufficient guidance to enable 
the skilled artisan to make and use other melatonin receptor agonists based on the structures in 
amended claims 21, 33, 39 and 40 and the new claims. 

Thus, it is respectfully submitted that one of skill in the art would be able to make and use 
the compounds of the amended and new claims without undue experimentation given the 
guidance in the specification and the working example. 
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In view of the above, the enablement rejection of claims 21, 33, 39, 40 and 42-46 under 
35 U.S.C. § 1 12, first paragraph, is untenable and should be withdrawn. 



CONCLUSION 

In view of the foregoing amendments and remarks, the present application is in condition 
for allowance and early notice to that effect is hereby requested. 

If the Examiner has any comments or proposals for expediting prosecution, please contact 
the undersigned attorney at the telephone number below. 



Respectfully submitted, 
Yasuyuki SUZUKI et aL 

Bv: .^^^/^> i ^ 
Jaj4\ Wnliams 
Registration No. 48,036 
for 

Warren M. Cheek, Jr. 
Registration No. 33,367 
Attorneys for Applicants 

WMC/JFW/akI 

Washington, D.C. 20006-1021 
Telephone (202) 72 1 -8200 
Facsimile (202) 721-8250 
May 9, 2006 
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